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Overview of breast cancer 

1st  

0.052%  

Cause of cancer 
death in women 

Prevalence 

69%  

Proportion of breast cancer 

5
-year su

rvival 

2013-2019 
In the US 

94.8% HR(+) 
HER2(−) 

91.0% HR(+) 
HER2(+) 

HR(+)/HER2(−) 

10%  HR(+)/HER2(+) 
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56.4%  HR(+)/HER2(-) 



Preferred regimen of HR-positive / HER2-negative 
metastatic breast cancer 

Recurrent unresectable or Stage IV (M1) disease 1st-line 

2nd-line 

Endocrine- 
sensitive 

Aromatase inhibitor:  
Anastrozole (Anazo®),  
Letrozole (Lovizol®),  
Exemestane (Aromasin®) 

CDK4/6 inhibitors: 
Ribociclib (Kisqali®),  
Abemaciclib (Ibrance®), 
Palbociclib (Ibrance®) 

Aromatase 
inhibitors 

Fulvestrant 

Alternative or 2nd line 

CDK4/6 
inhibitors 

CDK4/6 
inhibitors 

Alpelisib + 
fulvestrant 

PIK3CA  
mutation 

Everolimus+ 
Endocrine 

therapy 
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CDK 4/6 
inhibitor + AI 

Alpelisib + 
fulvestrant 

fulvestrant 

Everolimus+ 
Endocrine 

therapy 
Chemotherapy 

2nd-line 3rd-line 4th-line 

Endocrine- 
resistant 

CDK 4/6 inhibitor + 
Fulvestrant 

Exemestane + 
Everolimus 

Chemotherapy 

1st-line 2nd-line 3rd-line 

PIK3CA  
mutant 

PIK3CA  
Wild-type 

AI, Aromatase inhibitor 



Trop2 and cancer 

Everolimus+ 
Endocrine 

therapy 
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Sacituzumab Govitecan Mechanism 

Everolimus+ 
Endocrine 

therapy 

Trop-2 importance 
• Trop-2 is seen in all BC type 
• Most in HR+/HER2- and TNBC 
• Link to tumor progression and 

poor prognosis 

BC, breast cancer; TNBC, Triple negative breast cancer 
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Sacituzumab Govitecan Mechanism 

Aromatase inhibitor:  
Anastrozole (Anazo®),  
Letrozole (Lovizol®),  
Exemestane (Aromasin®) 

CDK4/6 inhibitors: 
Ribociclib (Kisqali®),  
Abemaciclib (Verzenio®), 
Palbociclib (Ibrance®) 

Everolimus+ 
Endocrine 

therapy 
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Sacituzumab Govitecan phase I/II Basket trial 
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Population 
Advanced epithelial cancer 
regardless of Trop-2 
expression level 

Intervention Sacituzumab Govitecan 
8,10,12,18 mg/kg 

Prior 
therapy 

One endocrine-based 
therapy and one 
chemotherapy 

Outcome 
ORR of 31.5% 
CBR of 44.4% 



Sacituzumab Govitecan in TNBC 
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Current 
problem? 

No biomarker, Not HER2-
low, Triple-negative MBC 
2nd-line left chemotherapy 

What’s new? New 2nd-line Antibody-drug 
conjugate 

Population 
Triple-negative MBC, 
previous treated with 
taxanes 

Outcome 
PFS without brain 
metastasis, OS, ORR, safety 



PFS and OS in patients without brain metastases 
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PFS and OS in patients without brain metastases 
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Summary treatment efficacy 
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Summary treatment efficacy 



Methods 
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Study design 

Primary endpoint: 
PFS (BICR) 
Secondary endpoint: 
OS, ORR, CBR, DoR; safety 

Aromatase inhibitor:  
Anastrozole (Anazo®),  
Letrozole (Lovizol®),  
Exemestane (Aromasin®) 

CDK4/6 inhibitors: 
Ribociclib (Kisqali®),  
Abemaciclib (Verzenio®), 
Palbociclib (Ibrance®) 

≥ 18 y/o with HR+/HER2- mBC 
• 2-4 prior systemic chemotherapy 

for mBC 
• ≥ 1 type of endocrine therapy + 

taxane + CDK 4/6 inhibitor 
• Measurable disease by RECIST 1.1 

R 
1 : 1 

Sacituzumab govitecan 
10mg/kg IV days 1 and 8  
Every 21 days 

Physician’s choice 
(capecitabine, vinorelbine, 
gemcitabine or eribulin) 

Phase III, open-label, randomized study 

PFS, Progression-free survival; BICR, Blinded independent central review; OS, overall 
survival; ORR, objective response rate; CBR, clinical benefit rate; DoR, Duration of response. 

Stratification factors :  
Prior chemotherapy regimens for metastatic 
disease (2 vs 3/4) 
Visceral metastases (Y/N) 
Prior endocrine treatment in the metastatic 
setting ≥ 6 months (Y/N) 
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Next interim 

PFS  
analysis 

Statistical analysis 

350 PFS events 

Not significant 

Not analyze OS or 
wait next interim 

OS analysis 

Wait next interim or 
trial stopped 

Trial stopped 

272 OS events 
(1st interim) 

350 OS events 
(2nd interim) 

Watch which 
reach first 

438 OS events 
(Final) 

significant 
significant 

Not significant 

16 



Results 
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CONSORT diagram 

Chemotherapy group:  
eribulin (n = 130), vinorelbine (n = 63), gemcitabine (n = 56), or capecitabine (n = 22) 
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Baseline Characteristics 19 



Baseline Characteristics 20 



Primary end points - PFS 21 

[39-53] [24-37] 
[15-28] [3-14] 



Primary end points - PFS 22 

[39-53] [24-37] 
[15-28] [3-14] 

Treatment with SG showed a benefit over physician’s choice 
in PFS, as assessed by BICR. 

Treatment with SG showed a benefit over physician’s choice 
at all landmark time. 



Secondary end points - OS 23 
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Treatment with SG didn’t show a significant benefit over 
physician’s choice in 1st-interim analysis of OS, as assessed 

by BICR. 

Secondary end points - OS 



Summary of treatment efficacy 25 



Subgroup analysis of PFS 26 



Subgroup analysis of PFS 27 



Safety- 
AEs of Any Grade (≥ 10%) and Worst Grade 2 or Grade ≥ 3 (≥ 5%) 
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Safety-EAIR of AE per PYE 

EAIR, exposure-adjusted incidence rates; AE, adverse events; PYE, Patient Years of Exposure 
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Safety- G-CSF use 

G-CSF, granulocyte colony-stimulating factor; TPC, treatment of physician’s choice 
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Discussion 

31 
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Efficacy 
32 

34% reduction of disease progressed or death 

Significant benefit in landmark analysis (6 mon and 12 mon) 

For heavily treated patients  
(Prior 3 lines + all accepted CDK 4/6 inhibitor) 

For poor prognosis patients 
(Heavily treated, visceral metastases, ≥ 65 y/o) 

OS not significant yet 



Comparison with previous trial 
Following time (mon) PFS (mon) 

Phase I/II IMMU-132-01 
basket study 

11.5 5.5 (3.6-7.6) 

TROPiCS-02 11.3 5.5 (4.2-7.0) 

Following time (mon) PFS (mon) 

EMBRACE - 
eribulin: median 3.7 (3.3-3.9) 
TPC: median 2.2 (2.1-3.4) 

Study 301 (HR+/HER2-) - 
eribulin: median 4.2  
capecitabine: median 4.6  

Pooled EMBRACE and Study 
301 

- 
eribulin: median 4.1 
other chemotherapy: median 3.4 

Eribulin v.s. vinorelbine RCT - 
eribulin: median 3.7 (3.3-4.1) 
vinorelbine: median 3.1 (2.8-3.4) 

TROPiCS-02 9.8 TPC: median 4.0 (3.1-4.4) 
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Comparison with Destiny-Breast04 
TROPiCS-02 Destiny-Breast04 

HR/HER2 status 543 HR+/HER2- 
494 HR+/HER2-low 
58 HR-/HER2-low 

intervention 
Sacituzumab-govitecan  
10mg/kg Q3W on D1 and D8 

Trastuzumab-deruxtecan  
5.4mg/kg Q3W 

control 
TPC: eribulin, capecitabine, 
gemcitabine, or vinorelbine 

TPC: capecitabine, eribulin, 
gemcitabine, paclitaxel, or nab-
paclitaxel 

Median prior lines of 
therapy 

3 (0-8) lines of chemotherapy 3 (1-9) lines of therapy 

Adverse event all 
grade > 30% 

Neutropenia, anemia, diarrhea, nausea, 
alopecia, fatigue 

Neutropenia, anemia, nausea, 
vomiting, alopecia, fatigue 

PFS 
5.5 mon vs. 4.0 mon 
HR = 0.66 (0.53-0.83) 

HR+ cohort 
10.1 mon vs. 5.4 mon 
HR = 0.51 (0.40-0.64) 
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HER2 
Immuno-histochemistry 

(IHC) 

HER2 
In situ hybridization  

(ISH) 

Classification 

Treatment option 

HER2-negative 

HER2-positive 

HER2-positive 

HER2-low HER2-0 

0 1+ 2+ 3+ 
HER2 

Immuno-histochemistry 
(IHC) 

HER2 
In situ hybridization  

(ISH) 

Classification 

Treatment option HER2-positive HER2-low HER2-0 

− + 

HER2-negative HER2-positive 



Comparison with Destiny-Breast04 
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HR = 0.66 (0.53-0.83) 
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Limitation 

Chemotherapy group 8% not treated 

Visceral disease (95%) related to shorter PFS and higher neutropenia risk 

Physician’s choice and prior chemotherapy with high heterogeneity 

Hormone receptor status not accurate 

Not real-time BICR assessment increasing censoring 
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After the study – 2nd interim analysis 
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Conclusion and 
Clinical Benefit 

39 
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 New back lines ADC 
 

 Seems to be better 
than chemotherapy 
 

 Benefit in patients 
with visceral disease 

 More adverse events 
(especially in nausea, 
diarrhea, alopecia) 
 

 Current evidence only 
support in back line 

 Monitor adverse 
event 
 

 Carefully use in 
suitable patients 

Conclusion 
40 



Clinical benefit 
HR+/HER2- MBC: Visceral Crisis / Endocrine Refractory 

Sacituzumab Govitecan(SG)  PARPi 
(olaparib, talazoparib) 

Chemotherapy Trastuzumab-deruxtecan(T-Dxd) 

No BRCA1/2  
mutation 

BRCA1/2  
mutation 

HER2-low 

Not T-Dxd candidate 
Chemotherapy 

Triple-negative MBC 

PARPi 
(olaparib, talazoparib) 

Chemotherapy 

PD-L1 CPS ≥ 10 

PD-L1 CPS < 10 
+ No BRCA 1/2 

PD-L1 CPS < 10 
+ BRCA 1/2 

Pembrolizumab + 
Chemotherapy 

BRCA1/2  

HER2-low  

SG 

T-Dxd 

Chemotherapy 

Biomarker 

Chemotherapy 
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ANY  

PARPi 



Appraisal 
CRITICAL APPRAISAL SKILLS PROGRAMME 

CASP 

42 

06 



1. Did the study address a clearly focused research 
question? 

Yes Can’t tell No 

I C 
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P O 



2. Was the assignment of participants to interventions 
randomised? 

44 

Yes Can’t tell No 



3. Were all participants who entered the study accounted 
for at its conclusion? 

-ITT Analysis Set 
-All discontinued treatment 
participants were given 
reasons 
-Interim analysis be 
performed when 272 or 350 
OS events. 
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Yes Can’t tell No 



4. Blinding ? 
Were the participants ‘blind’ to intervention they were given? 
 
Were the investigators ‘blind’ to the intervention they were giving to 
participants? 
 
Were the people assessing/analysing outcome/s ‘blinded’? 
 

Yes 

Yes Can’t tell No 

Yes Can’t tell 

No 

No 

Can’t tell 

46 



5. Were the study groups similar at the start of the 
randomised controlled trial? 

47 

Yes Can’t tell No 



6. Apart from the experimental intervention, did each 
study group receive the same level of care (that is, were 
they treated equally)? 

 Schedule of procedure is 
clearly defined in 
protocol 
 

 follow-up intervals are 
almost equal in two 
groups  
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Yes Can’t tell No 



7. Were the effects of intervention reported 
comprehensively? 
 2-sided significance level of 0.0363. (No power calculation for interim 

analysis) 
 p values were reported 
 The PFS and OS will be estimated by Kaplan-Meier method for each 

treatment group. 
 Outcomes were clearly specified and assessed by blinded independent 

central review(BICR) 
 Hazard ratio (HR) and its 95% CI were estimated, using stratified Cox 

proportional hazards regression model stratified by stratification factors. 
 Drop-out rate is higher in chemotherapy group than Sacituzumab-govitecan. 
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Yes Can’t tell No 



8. Was the precision of the estimate of the intervention 
or treatment effect reported? 
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Yes Can’t tell No 



9. Do the benefits of the experimental intervention 
outweigh the harms and costs? 

No Can’t tell Yes 

 PFS: 5.5 vs. 4.0 mon, HR=0.66, p=0.003 
 OS: 13.9 vs. 12.3 mon, HR=0.84, p=0.14 

 More adverse event: diarrhea, nausea, alopecia 

 74311 TWD/180mg, 594488 TWD/50kg/month 
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No Can’t tell Yes 

9. Do the benefits of the experimental intervention 
outweigh the harms and costs? 



10. Can the results be applied to your local population/in 
your context? 
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Yes Can’t tell No 



11. Would the experimental intervention provide greater 
value to the people in your care than any of the existing 
interventions? 
Sacituzumab-govitecan is a better 2nd-line therapy of MBC than chemotherapy if:  
 
 Can afford the price 

 
 Appropriate manage adverse event 

 
 Visceral disease, prior 2-4 chemotherapy for MBC,  endocrine therapy + 

CDK 4/6 inhibitor before 

54 

Yes Can’t tell No 



Thanks! 
Do you have any questions? 


